(1:1000, ThermoFisher, Pittsburgh, PA), tau TOC-1 (8, 9) (oligomeric tau) (1:400) and Tau C3
(10) (truncated tau at aspartic acid 421) (1:4000) (gifts from L. Binder, Northwestern University
Medical Center, Chicago, IL).
Quantitative Immunoblotting
Membranes were blocked in Tris-buffered saline (TBS)/0.05%Tween-20/5% milk for 60 minutes (20 o C) with the exception of proNGF, which was blocked in 0.5X TBS/0.5% milk for 20 min, and phospho-JNK and phospho-Erk, which were blocked in TBS/0.05%Tween-20/3% BSA for 60 minutes. After 60-minute primary antibody incubation, membranes were incubated 
Histofluorescence and Immunohistochemistry
Sections were washed in TBS to remove cryoprotectant and incubated in 0. Following TBS washes, sections were incubated using the Vectastain ABC kit (Vector Laboratories) for 1 hr, rinsed (0.2 M sodium acetate, 1.0 M imidazole buffer, pH 7.4) and developed in acetate-imidazole buffer (0.05% 3,3'-diaminobenzidine tetrahydrochochloride, DAB, Sigma) with or without 1% nickel sulfate. Reaction was terminated in acetate-imidazole buffer, tissue mounted on glass slides, dehydrated through graded alcohols, cleared in xylene and cover slipped using DPX (Biochemica Fluka, Switzerland). TOC-1 antibody staining was performed on sections mounted on charged slides that were boiled in 0.01 M citric acid (pH 8.5)
for 20 min for antigen-retrieval.
Plaque Load Quantification
Three randomly selected microscopic fields in three sections (nine images total per marker per case); positive signal was segregated from background by applying a color threshold (pixel intensity cutoff) that was kept constant for each marker. Image quantification was performed using Image J freeware (NIH, Bethesda, Maryland). Morphological characteristics differentiated diffuse and compact/cored plaques. X-34 positive dystrophic neurites confirmed that all compact/cored plaques were neuritic.
Statistical Analysis
Analyses were performed using Sigma Stat 3.5 (Systat Software, Inc., San Jose, CA) or 
